stratified to pregnancy or postpartum, we found that the pattern of significant co-occurrences during pregnancy comprised a network of positive and negative co-occurrences (i.e., a signature microbiome of pregnancy)(Fig1D), which then increased in the number of positive co-occurrences and decreased in the number of negative cooccurrences at postpartum sampling (Fisher's exact test, p¼0.0011)(Fig1E). CONCLUSION: The vaginal microbiome has complex community dynamics that comprise a signature profile during pregnancy resulting from exclusionary co-occurrences. Taken together, our highlyrefined resolutions of vaginal ecology provide both unique structural and functional signature profiles, and highlight the benefits of metagenomics when considered in a microbial ecologic framework.
OBJECTIVE: Cell-free DNA is released from apoptotic placental cells into maternal circulation, with elevated levels reported in preeclampsia. Autophagy is an intracellular process that plays a critical role in cellular homeostasis, with impaired activity demonstrated in villous trophoblast affected by preeclampsia. The objective of this study is to evaluate the association of cell-free DNA production and autophagy in extravillous trophoblast. STUDY DESIGN: Autophagy-deficient extravillous human trophoblast cells (EVT) were established by stable transfection with Atg4B C74A mutant plasmid that blocks conversion from LCIII-1 to LCIII-2 for the functional assembly of autophagosomes. Autophagy-deficient and autophagy-normal EVT immortalized cells were cultured for 72 hours under serum free conditions. Cell-free DNA was extracted from conditioned media, measured by spectrophotometer and normalized to total number of cells. DNA size (100 bp-300 bp) was evaluated by electrophoresis on 1% agarose gel. Generation of excessive cell-free DNA was correlated with expression of gasdermin D (GSDMD), an initiator and executor of pyroptosis. Caspase-1 expression was also evaluated for pyroptosis-mediated cell death and inflammation. RESULTS: Significantly greater cell-free DNA was intrinsically produced in autophagy deficient EVT cells (13.53 ng/ul) compared to autophagy proficient cells (2.66 ng/ul) (P<0.05). Autophagy deficient cells also exhibited higher content of GSDMD and caspase-1. CONCLUSION: Autophagy deficiency leads to increased production of cell-free DNA in human trophoblasts, and possibly the placenta. Production of cell-free DNA and pyroptosis may be linked in the inflammatory pathway at the maternal-fetal interface.
1026 Effect of lactation on maternal metabolic and inflammatory markers: a murine model OBJECTIVE: Lactation has been shown to affect postpartum maternal cardiovascular function, adiposity, and maternal metabolic disease and hypertension later in life. These parameters have been found to be associated with inflammatory processes. Thus, we sought to determine the independent contribution of lactation on metabolic and inflammation markers in a murine model. STUDY DESIGN: Following delivery, CD-1 female mice were randomly divided into 2 groups: lactated (L; nursed pups for 3 weeks, n¼6), and non-lactated (NL; pups were removed after birth, n¼6). Serum was collected at 6 months postpartum and analyzed using paramagnetic microspheres (LuminexÒ xMAPÒ technology) to quantify inflammatory markers: interleukin-6 (IL-6), insulin, leptin, monocyte chemoattractant protein-1 (MCP-1), plasminogen activator inhibitor-1 (PAI-1), and resistin. Student's t or Mann-Whitney tests were performed as appropriate using GraphPad Prism version 6.0c (significance defined as p<0.05). RESULTS: Plasminogen activator inhibitor-1 (PAI-1) and resistin were significantly decreased in lactating mice (p¼0.03, and p¼0.04, respectively, Figure 1 ). There was a tendency towards a lower level of leptin in lactating mice (p¼0.14). There were no differences in IL-6 (p¼0.45), insulin (p¼0.58) and MCP-1 (p¼0.46) between the groups. CONCLUSION: Our data shows that lactation is associated with decreased levels of maternal PAI-1 and resistin later in life indicating lower risk of thrombosis, atherosclerosis, insulin resistance and diabetes. This study builds on prior published observations Poster Session V ajog.org 
